Section 1D

&Lline #

Comment Recommendation for Revision

Comments regardmg text

IV. A.
Lines 246-
250

The current text reads:

“The submission can consist of the proposed comparability
protocol in:

A prior approval supplement that includes the proposed
comparability protocol and test and study results as speciﬁéd
in the proposed comparability protocol and any other
pertinent information to support a change covered under the
protocol. The product already manufactured ivifh‘t\heﬁching'e
can be distributed only after approval of the supplement.”

As written, thisisnota comparability protocol buta conventlonal
PAS. Please differentiate to indicate the benefit of mcludmg the
data and results as part of the PAS. We interpret this to mean
that a wide scope PAS may also include a Comparability Protocol
as one of its components or something else. Also, as written this
may be interpreted to indicate that a Comparablhty Protocol
should be submitted together with the data in the initial PAS from
a proposed change which is contrary to the intent that the
Comparability Protocol is optional.

All that this reviewer and the commenters
agree upon is that a
Comparability Protocol as one of its components.”

This reviewer disagrees with the commenters’
initial statement and note that it is at odds with
the commenters’ third statement.

Finally, this reviewer leaves§'it up to the Agency
to decipher and address the commenters’ obtuse
second and fourth remarks.

“PAS may also include a

IV. A. Line
251

Reference
both sections
LB & IV.A.

Information Request and Clarification

Please clerify whether ‘the” Comparabilify Protocol shoul& be
included in the Réginnal Qu;lity Section of a CTD for a new
NDA submission.

Also, section IV.A" would be an appropriate section for FDA to
address whether the submission of a Comparability Protocol in an
original application will impact the review cycle.

Finally, should revisions to the compar;bility prninnnl be ti-acked;
in the annual report, similar to the CMC?

IV. A,
Lines 254 —
255

Change from:

In all cases, a comparability protocol would be reviewed and
approved by FDA prior to an applicant implementing a change
under the protocol. C

Change to:

In all cases, a comparability protocol would be reviewed and
approved by FDA prior to the distribution of product
manufactured using the changed process.

The concept here is not that product cannot be manufactured, for

example, in full-scale plant trials or validation studies, but that”
drug sponsors may 1mplement but not dnstnbute unnl approval of
the Comparability Protocol. .

This reviewer agrees with the commenters’ on
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Sethon ID Comment Recommendation for Revision Comments regarding text
&Line # o e
IV.B. Change from:

;‘lgsles 265- | “The submission would include (1) the results of all tests and

studies specified in your <comparability protocol (2)
discussions of any deviations that occurred during the tests or
studies, (3) a summary of any investigations performed, and
(4) any other pertinent information.”

Change to:

“The submission should include (1) the results of all tests and
studies specified in your comparability protocol (2)
discussions of deviations, investigations, and (3) other
information pertinent to the change being made” "

This reviewer cannot agree with the
commenters’ suggested changes here because
to do so could be a subversion of the
regulatory process.

The Draft text here should remam as it is.

The guidances should allow for interim steps/meetings
/teleconferences (when a manufacturer gets data resulting
from execution of the Comparability Protocol) before
submitting a PAS. Discussion would include justification for
why the data (although not exactly as expected from protocol
execution) still supports the change, When there are instances
where the sponsor conclusions regardmg the data are cllﬁ'erent
from FDA'’s, the differences may be resolved much more
quickly in a discussion than by submitting a new PAS 'and
waiting for the standard PDUFA timeframes.

This reviewer disagrees with the commenters
proposal that substitutes a “political”
mechanism whereby a given “protocol failure”
could be overlooked or ignored for the' CGMP
requisite more scientifically sound review
process that the Draft proposes.

The issue is not time; it is whether or not a
firm adequately understands its own process.

Whenever a CP fails to meet any of its pre-
determined outcomes, it is or should be
obvious that the sponsor's understandmg of
their systems and the product or productsthey
produce is, at best, less than adequate.

The sponsor needs to: a) improve their
understanding of the interactions among the
components, plans, processes, equipment,
procedures, personnel, controls, in-process
materials, products, and specifications and b)
provide the data and information needed to
support their “new” understanding.

The PAS is needed to give the Agency the time
it needs to review that information and data in
the context of the failure and prior submission.

Delete items (2) and (3). GMP compliance information should
not be included in the review supplement since not all
investigations and deviations may be pertinent to the change
being made.

By definition, all investigations and deviations
occurring during the study of the “changed”
process are pertinent to that process.

To introduce ambiguity in what should be
submitted is, at best, anti-quality.

It is and should be the responsibility of those
Agency personnel to assess the pertinence and
import of any and all aspects of the submission -
not the sponsor. .

Contrary to the commenters’ assertion, all
review personnel including the Field Inspectorate’
have a duty to ensure that all manufacturing
practices and the products they product are
CGMP compliant.

Obviously, it appears that the commenters
wish to conceal certain facts from the reviewers
and thereby ensure that the reviewers ‘approve
their submissions in support of process changes
even when those process changes may not
comply with CGMP and/or produce product that
may not comply with CGMP." =

(Also, please define the term “deviations”)

“Deviations: actions or outcomes that diverge
from those CGMP-compliant 'standards, actions
or outcomes specified for the components,
procedures, processes, in-process materials and
products speciﬁed or addressed in the

For example, the presence of non-change-related, extraneous
contaminants must be examined, but this is a GMP issue, not a
registration issue.

This reviewer disagrees, any non-change-
related “deviation” and its investigation are
CGMP-compliance registration issues that should
be properly reported, investigated and discussed
in a Comparability Protocol

€ (Commenters’ “Comments ..” and this
reviewer’'s remarks continue in the adjacent
column) €
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Section ID

Comment Recommendation for Revision

Comments regarding text

&Line # . )
IV. B. Lines | Current statement: . If the studies in a Comparability Protocol lead to an unpredicted
276-282 or unwanted outcome it appears that there are only 2 choices: not

pfedeﬁned-aeeeptmaee—eﬂfema)— If you decide to pursue the

change, you should submit a prior approval supplement that
provides the supporting data to justify why the change will not
adversely affect the identity, strength, quahty, purity, ‘and
potency of the specific drug product as these factofs reIate to
the safety and effectiveness of the product

This reviewer notes that the commenters
omitted the first sentence in the passage that
they indicate they are commenting on.

Add to the end:

Where unexpected data are gathered, the change should be
evaluated to confirm that the expected product is not
compromised and that the results were inconsequential.

As stated, the sentence seems to be devoid of
any real substance.

The CGMP regulations already require the
investigation of any “unexpected” results vis-a-
vis the product.

Moreover, if valid, no result is inconsequential.
Therefore, the commenters’ first’ sentence
contains should not be added.

The results should be reported to ﬂie review éhvlsmh prfor to
review division, may be submltted under the prewously
agreed submission requirements.

This reviewer does not support adding this
provision because it is at odds with
establishing a uniform, fair review of all CPs on
an equal basis and seeks to permit processes
that are not comparable to be lmplemented as
if they were comparable.

Where the submission requirements of the product are not
met, the submission should meet the ﬁhng requ1rements
established in other related guidance, if’ apphcable or as
determined in consultation with the review division.

This reviewer cannot agree as, for CPs, this
guidance supersedes prior guidances.

There should be some allowance for discussion with the FDA

reviewer to determine if the missed acceptance criteria is of so
little consequence that the original reporting category is stﬂl
appropriate and can be maintained.

This guidance should make no such provision.
Missing any FDA-approved acceptance
criterion is of conseguence.

implementing the change and/or submitting a PAS.

This reviewer agrees that the guidance ONLY
permits the two choices the commenters have
found to appear to be the case.

However, modifications to the protocol to provide for a different
change should be permitted.

This reviewer cannot agree with this proposal
because it attempts to convert a well-defined
regulatory process into an undefined one.

This is the case because the commenters
propose ho limitations to the “modifications” or
to the “different change.”

Add a sentence to the end of the paragraph provxdmg provision to
allow for discussion if non-consequential acceptance criteria are
not met.

Since the approved acceptance criteria are the
sponsor’s criteria and are supposed to be based
on the documented evidence of what is
comparable product, an approved CP does not
contain any such “non-consequential acceptance
criteria” unless the commenters’ position is that
if any criterion is not met it magically becomes
“non-consequential.

Provisions should be made that if the aEceptance criteria are not
met, that should not automatically bump the implemented change
to a PAS.

Provisions have been made.

The sponsor has two choices.

The flexibility allowed in the Draft should be
kept as it is because introducing more flexibility
is not warranted.

If the outcomes are not as the sponsor
projects, it is or should be obvious that the
sponsor does nhot truly understand the process
and/or the existing process controls are, at best,
marginal.

Also, where the Comparability Protocol criteria are not met, we
recommend the use of the reporting category that would |
normally apply for the type of change instead of being required to
submit a PAS.

For the same reasons as stated in this

reviewer’s response to the commenters’ previous
statement, this should be rejected.

€ (Commenters’ “Comments ...” and this
reviewer’s remarks continue in the adjacent
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IV. D. Lines

284 - 296

General comment

This reviewer finds that the cor”n’meﬂnt‘ers
remarks have little to do with what IS stated in

the text of the Draft.

Moreover, this reviewer finds that the
commenters are proverbially “locking a gift
horse in the mouth” by failing to see that it
provides the industry with a clear path to seek
the modification of an approved CP prior to the
completion of its executioh when their studies,
regulatory changes, or new science renders an
approved protocol either non- CGMP compllant

or not scientifically sound.

The text addresses factors that could
“obsolete” an approved CP not the technology

The text clearly indicates that the onus is on

the firm that has the approved CP.

As with all CGMP-compliance issues, the FDA
has the oversight responsibility and au’chonfy

stated

To clarify the text, this reviewer would
recommend modifying the text as shown |n the

adjacent column.” = e

EN

Recast in the manner shown, the commenters’
concerns about the word “obsolete” are or

should be “obsolete.”

‘*‘*3‘%

D 0061

With regard to the determination of “chsolete”, will mvestlgators
check for the “obsoleteness” of these protocols during
inspections? Will FDA have any way of tracking these to
determine whien they become obsolete - or is it strictly up to the
sponsor? FDA and sponsors can view the definition of “obsolete”
(based on the considerations given here) differently. The
determination that a technology is no longer adequate should lie
with the firm, not with the Agency. We encourage the FDA to
reconsider the practice of allowing a’single individual or small
component of the organization to determine thata modlﬁcatlon is

“obsolete” and, consequently, of reduced value. We encourage
the Agency to evaluate only the adequacy of the’ change made and
not the technology used to implement a change, where the
change is “feasible and valuable” to the manufacturer and not
necessarily at the pinnacle of technology.

€ (This reviewer’s remarks are presented in the
next column) €

“New regulatory requirements, identification of a safety issue
(e.g., screening for new infectious agents in materials from a
biological source), identification of a new scientific issue, or
technological advancement after the comparability protocol
has been approved can render a protocol obsolete. We
recommend you review the tests, studies, analytical
procedures, and acceptance criteria in your approved
comparability protocol to ensure they remain current and
consistent with the approved application and current FDA
policy. We recommend you determine whether the tests,
studies, analytical procedures, and acceptance criteria
described in your approved comparability protocol are still
appropriate prior to implementing and submnttmg a change
under the protocol I you find the approved comparablhty\
protocol is no longer correct or adequate, the current
approved protocol should be modified or withdrawn. You'
should apply similar considerations to your
submitted but, as yet, unapproved comparab:hty
protocols.  [Note: The Agency can request additional
information to suppon a change that is implemented using an
obselete approved protocol that the Agency subsequently |
finds to be obsolete because it'is “out of date” with’
respect to CGMP, current Agency policy, and/or the
firm’s current pendmg or approved application or
license, or its current pending or accepted DMF/VME]" |

IV. E. Lines
302- 303

Please clarify ‘whether notification of editorial changes to a
comparability protocol in an annual report will be voluntary.

Since guidance is always optional, this reviewer
sees no need to explicitly state, “Voluntary
actions are voluntary!”

Hopefully, the Agency and these commenters
wﬂl agree
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Section ID
&Line #

Comment Recommendation for Revision

Comments regardmg text

Lines 320
A new sub-
section is

proposed

A new sub-section is proposed

G. Can Comparability Protocols be Used with Combination

Products?

Please include a section that addresses comblnatlon products and
the applicability of comparability protoco]s

When a change ismade toa component of a combination product
under a Comparabﬂlty Protocol, should the’ Comparabxhty
Protocol also include a section on how it affects the combined
product?

Provided the Agency agrees with this need and
the text proposed is CGMP compliant, this
reviewer would support the suggestlons that the
commenters have made here.

V.
Line 323

Change from:

“We recommend that a comparability protocol be developed
and used within the context. of existing change control

procedures.”

Change to:

“We recommend that a comparablhty protoco] be developed
and used within the context of existing change contro}

procedures at the firm.”

This reviewer has problems both with the
Draft’s text and the commenters’ proposed

addition.

To address both, this reviewer recommends

the following:

“We recommend that a comparabmty protocol be

developed and used within' the context of the

|stmg

CGMP change-control procedures requ! rgmepts gnq
the CGMP-compliant “procedures that the

sponsors have implemented.”

Clarification,

The reviewer agrees that the text needs
clarification.

Further, this reviewer agrees with the
commenters’ placing of the control procedures
within the responsibility sphere of the filing firm
(sponsor).

However, the guidance needs to ensure that
the sponsors not only have such procedures but
that the procedures they have are CGMP
compliant.

This reviewer’s altematlve addresses both
issues.

V.
Lines 325-
328

General Comment

Allow for writing Comparability Protocols as technology specific,
across several products which will resuIt in nme savmg not only
for industry but also for the FDA teviewers.

This reviewer cannot agree with the blanket
assertions made concerning the saving of time.

For example, were the preceding to be allowed,
a failure in one case would require the Agency to
reject all and require a PAS be initiated for all.

This is the case because all are in the one CP.

How would this save time? ~ )

< Moreover, the difficulty with “technology” is’

that, while the technology may be the same for all
products, the effects and outcomes may be
radically different.

For both of the preceding reasons, this

_{ reviewer opposes the commenters suggestlons

-t
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Section ID

&Line #

Comment Recommendation for Revision

Comiments regardmg text

i

V.A. 1,
Line 373

Add to the sentence ending in line 373:

“Generally, data submitted as part of post implementation
commitments may be prov1ded tothe FDAasa component of

the Annual Report for the product

This reviewer sees a need for some type of
statement along this line to be included in the

text.

However, the commenters’ statement needs
qualification and should be placed at the end

of the section.

Therefore, this reviewer would recommend the
following be added after Line 380 in the Draft,
”Generally‘ post-implementation, commxtment-related data,
beyond that required to be submitted as a part of the change

implementation notification submission, shetld-be submitted
aspartof pestimplementation-commitments may be provided

to the FDA as a component of the Annual Report for the

product.”

Not all data will be collectecf at the time that information is
provided in the follow-up submission, e.g., real-time stability
data.

This reviewer agrees with the commenters’
statement about the “real-time stability data.”
There are two types of posta

commitment-related data: ,

A. Data that the supports the initial
comparability of the “changed process”
product and related data requested by the
Agency that needs to be submitted WIth the
“change” notification submlssmn and”

B. Data, like stability data that will, of
necessity, have to be submitted at later
times.

Based on the preceding, this reviewer proposes
the changed wording provnded or better Ianguage
be added at the end of this section. "

V.A.3.
Line 397-
398

Change from:

“Validation of new modified analytical procedures or
revalidation of existing analytical procedures should be

performed, as appropriate.

Change to:

“Modified analytical procedures should be valldated " as

appropriate for their intended use” Validation data sh s
retained at the manufacturmg site for all methods.”

gy

ulﬂ f)e

This reviewer does not agree with the

commenters’ proposed changes.

However, this reviewer suggests that the Draft

text should be changed to

analytical procedures or revalidatien the on-going
validation or verification of exlstmg analytical
procedures should be performed, as appropriate.”

The preceding modification matches the CGMP
view that validation is a journey and not a

destination.

Generally, only limited analytical procedure mformatlon is
provided in the NDA for raw materials, startlng matenals drug
substance intermediates, excipients, and packagmg materials.

This section should not require more extensive information to
support a change than what is requlred for anew drug. Analytical
procedures are validated as appropriate for their use. This
information should be held and be available at the manufacturing
site.

Apparently, the commenters have elected to
ignore the draft guidance, “CMC lnformatton
Availability,” issued at’ abouf the same ‘time as\
this Draft, which does requnre the same for the
CMC section of all NDAs, and ANDASs, as well as’
DMFs/VMFs that address drug 'stbs qe drug‘
products and drug components submitted under
the DMF/VMF process.

Since the commenters agree that this
information must be acqun’ed and be maintained
(should be held and be available at the manufacturmgA

site), then it should be provided to the Agency for
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] Section ID

. Comment Recommendation for Revision
&Line # -

JV.A 3, Change from:
1 Line 398 -
¥ 401

“The protocol would spec1fy that any new or revxsed analytical
procedures and the approprxate vahdatlon or revalidation
information would be provxded when a post-approval cMC
change implemented using the approved comparability
protocol is reported to FDAY”

Change to:

“The protocol would specify that any new or revised analyﬁéal
procedures and the appropriate validation or revalidation
information would be provided i.e., in AR or CBE) when a
post-approval CMC change 1mp1emented usmg rthe approved
comparability protocol is réported to FDA.”

This reviewer cannot support the commenters’
proposed change because it does not clanfy, it
attempts to limit how the information will be
provided.

If any “clarifying change” is needed, then, this
reviewer would suggest that the reviewer's
alternative be considered. & 3 >

Clarification -

The unmodified sentence already tells the
sponsor when to report the information, “when a
postapproval CMC change implemented using the approved
comparability protocol is reported to FDA,” so the
addition of the clause suggested is a) mlsplaced
b) adds confusion, and c) improperly limits the

“when"” to report the data. 7

For all of the preceding reasons, the
commenters’ suggestion should be ignored or,
failing that their modification” clause should be
moved to the end of the sentence and changed to
include all possibilities as follows:

“The protocolw-ould should specify that any new or revised
analytical procedures and the appropriate validation er
revalidation and/or verification information would be
provided when a postapproval CMC change implemented
using the approved comparability protocol is reported to FDA
(i.e., reported in an AR, CBE-0, CBE-30, or PAS,
as appropnate)

V.A.3. The text reading:
Line 426

436 “If implementing a change using a comparability profocol calls

for a revision of the drug product or drug substance
specification, we recommend y you 1 consider the recommended
reporting category for the type of specification change as well
as the designated reporting category for reporting a change
using your comparability protocol. When the recommended
reporting category for the specification change is higher (e.g.,
PAS) than the reporting category for changes made under the
comparability protocol (e.g., CBE30), the change would be
reported as recommended for the specnﬁcatlon change.

If the recommended reportmg category for the specification
change is the same or lower than the designated reporting
category for changes made under the comparability protocol
the specification can be updated and pro\nded ‘when 2 post
approval CMC change implemented usmg the approved
comparability protocol is reported to FDA.

In fact, if a new impurity is generated then the
reporting category should be PAS “and
appropriate acute and short-term chronic
toxicity studies should be conducted. '

The referenced guidance, “Changes to an
Approved NDA or ANDA” " provides the
definitions for the reporfmg categories and
establishes guidance that the sponsor can use
to assess which is the correct category for a
given proposed change. )

The intent of this text is not understood. Please clanfy lines
(revision of a drug product or drug substance specification),
which is very confusing.

Based on this reviewer's reading of the text,
the “intent of Lines 426-436" is to provide the
submitter with a clear understanding of the
impact on the reporting category when the
sponsor’s changes an existing specification.

As the Draft indicates, specn‘lcatlon changes
and their potentlal impacts are key factors in a)
determining ~the reporting  status of the
comparability report and b) assessing the data
submitted in that report.

In general, changes that improve quality (e.g.,
changing the limit for Impurlty A from “not more.
than 0.2 %" to “not more than 0.1 %" or
changing the minimum punty from “not less than
98.5 % by weight” to “not less than 98.7°% by
weight”) are supportive of lowering the reporting
category.

Conversely, changes that adversely impact the
product (e.g., changing the allowed tablet weight
range from “190 mg to 210 mg” to “from 185 to
210 mg” or adding a limit for a new impurity) are’
supportlve of ralsmg the reporting category

ad;acent column) «
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&Line #

Comment Recommendation for Revision

Comments regarding text

V.B.3.
Lines 484

J 486

Change from: C o ’
“A comparablhty protocol would normally include 2 plan to
compare the physical characteristics (e.g. polymorph forms,
particle size distribution) of the product produce(l using the
old and new processes when these charactenst:cs are relevant
to the safety and/ or efficacy of the procluct

Change to:

“A comparability protocol would normally include a plan to
compare the physical characteristics (e.g. polymorph forms,
particle size distribution) when (1) comparability is
established after the final solution step of the drug substance
synthesis and (2) these characteristics are relevant to the safety
and/or efficacy of the drug product.

This reviewer disagrees with the commenters’
proposal.

However, the reviewer would change the text
slightly to reflect the other common physical
properties that can be critical to the
comparability of the drug substance used to
produce comparable drug products:

“A drug substarnice comparability protocol would normally
include a plan to compare the physncal charactenstlcs (e.g., for
solids, polymorph forms, particle size distribution, bulk and
tapped density, flow, permeability, intrinsic
solubility; for |IC]UIdS v:scosﬂcy, refractive index,
colar, density) of the product produced using the old and new
processes when these characteristics are relevant to the safety
and/or efficacy of the product.

Similarly, a drug product protocol would normally
include a plan to compare the physncal
characteristics (e.g., for solids, hardness, friability;
for semisolids, color, density; for supposwones
softening temperature, density; for suspensions,
settling time, color, den3|ty, for liquids, vuscosnty,
refractive index, color, density, paftlculates;f %'olld
aerosols, particle size distribution, dose dispersion
pattern; and for liquid aerosols, Adroplet size
distribution, dose dispersion pattern) of the product
produced using the old and new processes when
these characteristics are relevant to the safety
and/or efficacy of the product.”

As per BAC PAC I, an examination of physical characteristics is
required only when equivalence is demonstrated after the final
solution step.

This “Rationale” statement has no bearmg on
the Draft’s text because the stated companson is
for the product that, in this context is obviously
the drug substance.

The BACPAC | guidance i is  designed to restrict
the comparison to the final products which the
statement has already done.

However,t he examples list is incomplete and
should be expanded to ensure that other key
physical properties of the drug substance are at
least considered.

Moreover, as written, the text only applies to a
solid drug substance (a/k/a active ingredient or
active pharmaceutical ingredient [API]).

Given the preceding, the only apparent reason
the commenters proposed the change was to
remove the phrase “of the product produced using the
old and the new processes” to permit the firms to
propose comparisons of the product from the
new process to other than the old process (for
example, a comparison to some reference
material) even though doing such is not in
keeping with maintaining the post-change
product’s comparableness to the pre-change
product, A o

For all of the preceding reasons, the
commenters’ proposal should be rejected.
Moreover, the text needs to be augmented to
address the CPs for the drug product and its
various common dosage forms.

V.B.3.
Lines 491-
492

Change from:

“The studies would assess pré’dulct related 1mpurmes and
process-related 1mpur1t1es, mcludmg, if apphcaBle m-process
reagents and catalysts.”

Change to:

“The studies would assess product-related impurities and
P P

process-related impurities, including, if applxcal)le in-process

reagents, catalysts, and solvents

As per BACPAC 1, demonstration of equivalence includes
assessing residual Jevels of existing and any new solvents.
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&Line # ‘ e
V.B. 3.
Line 494 Add as next sentence on this line

“Comparability of the impurity profile can be established by
testing an appropriate isolated intermediate following the
change or the dfug substance. "

This reviewer does not agree with the
commenters’ proposed addition,

However, this reviewer would support the
foHowmg modified version of the preceding:
Comparablhty of the impurity profile can be established by
testing the drug substance or the drug product
or, provided a) no new /mpurlt/es are found and b)
the levels found for each of the existing impurities
in the postchange process /ntermedlate are not
greater than the levels found in the same

| prechange process “intermediate’ for a drug

substance process, an appropriate isolated mtermedlate

wiciiinsisie =
It is necessary to confirm that the dernonstratlon of comparablhty
at a certain step will not require complete processing from the
modified step through unmeodified steps to drug substance.

The "commenters’ wish to minimize the
processing of the mtermedlate o the ﬂnal drug
product needs to be balanced agamst the reality
that intermediates that contain new impurities or
increased levels of existing impurities need to be
processed further (through all of the purification
steps in the process) to ensure that the resulting
drug substances are comparable.

This is the case because the carrying of new
impurities or higher levels of the existing
impurities into the post-change drug substance
makes the post-change drug substance not
comparable to the pre- change drug substance
In addition, the issue of impurities in the drug
product should only be assessed at the end of the
process that manufactures’ the finished drug

product.

i i

following the change er—ﬂ’refl-ragﬂﬁ-bstwee "

T B T o L L L T T

R N A T L R L S ARt




A REVIEW OF FORMAL COMMENTS Toéﬁusuc”

Section ID

&Line #

Comment Recommendation for Revision
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‘Comments regardmg text

Y.B. 3.
Lines 518
-520

Change from:

“We recommend a statement be included that contro]s,
including those that have been validated to inactivate and
remove impurities or contaminants, will be revahdated for the
new production process, if appropriate.”

Change to:

“We recommend a statement be included that controls,
including those that have been validated to inactivate and
remove impurities or contamfhants, will be reassessed for the
new production process, and revalidated, if approprlate

This reviewer disagrees with both the orxgrnal
text and the commenters’ proposed revision.

This reviewer proposes the following:

“We recommend a statement be included that controls,
including those that have been validated to inactivate and
remove impurities or contaminants, will be revalidated
validated for the new production process--appropriate
for both drug substances and drug productsto
at least the extent reqwred by CGMP as set
forth in the 21 CFR 211,110.”

Validation may or maynot be appropriate in all cases.
Each case will require individual evaluation.

Validation may or rhay not be appropnate in all cases. Each case
will require individual evaluation.

This reviewer disagrees.

The FDC Act at 21 U.S. C 351(a)(2)(b) states
that a drug is adulterated “if it is a drug and the
methods used in, or the facilities or controls used for, its
manufacture, processing, packing, or holding do not conform
to or are not operated or administered in conformity with
current good manufacturing practice to assure that such drug
meets the requirements of this chapter as to safety and has the
identity and strength, and meets the quality and purity
characteristics, which it purports or is represented to possess.”

Though the regulations governing the drug
substance have not been published, the Agency
rightly applies the published drug regulations set
forth in 21 CFR Parts 210 through 226 to both
drug substances and drug products. ‘ ‘

21 CFR Subpart F—Production and Process Controls
sets forth the regulations that govern process
controls. ‘

in Subpart F, 21 CFR 211.110, "‘Saiinbl’i‘ngﬁhd
testing of in-process materials and drug products,” states

(underlining emphasis added) at (a), “To assure batch
uniformity and integrity of drug products, written procedures shall be
established and followed that describe the in-process controls, and
tests, or examinations to be gondggted on appropriate sgmples of in-

process materials of each batch. ‘Such control procedures shall be
gg;abhghed to monitor the output and to valldgte the performance of

those mgng{agtumg processes that may buesponmblg for caugmg

variability i m the characteristics of in- process material and the drug
product. ..

Therefore afirmis requlred to ev )
of their process controls in each iteration of the
process in a manner that validates that control.

Thus, the Agency should not propose, and the
sponsors catihiot do, less in this case. [Note: As
the regulations so clearly indicate, validation is an
ongoing journey and thus, though ‘used, ‘the term,
“revalidated” is inappropriate for what is an ongoing
activity required for each iteration of the processbes the
applicable CEGMP regulatlon so clearly does.]

V.E.
Line 576

General comment on the section

FDA should discuss their < expecta’aons for use of a Comparability
Protocol for the relocation of the same equlpment to another
already comphant inspected, or approved area. ‘This could be
offered as a posmve example of when a Comparablhty Protocol
can decrease reporting burden.

This reviewer would suggest that this]|
commenters’ recommendation be given careful
consideration but, if added, the guidance should

limit such to relocations on the same campus.
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Sec on Comment Recommendation for Revision Comments regardmg text
&Line # o .
V.E. Add to the end of line 579: ~ We suggest that the Manufacturer should be able to work w1th
Line 559- “If the submission of the prlor approval Comparabxhty the local FDA office to schedule inspections related to the
579 implementation of the comparability protocol.

Protocol supplement would requxre a site mspectlon the
applicant is responsible for insuring that the site has a
satisfactory CGMP i mspectzon for the type of operatlon prior
to commercial distribution of a change ]

in accordance with a commitment to the approved
Comparability Protocol.”

This reviewer opposes the commenters’
addition.

It does not conform to the expectations of the
FDC Act that the Agency ‘only approve
submissions for processes in facilities that are
CGMP compliant (21 U.S.C. 351(a)(2)(B)).
Since the preceding is the case, this reviewer
would propose adding the following after Line
579,

“Given the requirements of the FDC Act, the

' Agency cannot approve a Comparability

Protocol (“CP”) for a facility that does not have
inspectional confirmation of satlsfactory CGMP
compliance; In cases where a new facility is
proposed, the reviewer will, as with any other
type of PAS, verify the _proposed facmty s
CGMP compliance status. In cases where the
proposed facility (not the site) does not have'a
history that supports sat»sfactory CGMP
compliance, the CP reviewer will notify the
Field Inspectorate and work with them %o
schedule the needed facility inspection. Firms
should not submit a CP unless they know that
the facility is ready for a “PAI"'site audit on the
day the CP is submitted. [Note: CPs that name
facilities at which the Agency subsequently 'ﬁnds
unsatisfactory CGMP compliance at the facility
named should, if not approved, be rejected and, if
approved, should have their approval revoked ‘or
suspended until the facm’Ey attains satisfactory

The Guidance should more clearly state whether FDA will permit
a supplement in a non-prior-approval reporting category for a
change to a new site which has not been lnspected or does not
have a satlsfactory CGMP mspectxon, since ‘prior approval
inspections are usually prompted by, or requested via, the PA

‘supplement process. For instance, standard packaging site

changes require CBE-30 supplements, unless the site does not
have a satisfactory CGMP  inspection. An approved
Comparability Protocol could allow fora packaging site
change to be reported in an annual report, along with a statement
(Lines 570-573) that the move will be implemented only when
the site has a satisfactory CGMP inspection for the type of
operation. This Guidance, as written, does not i)rovide for use of
such a Comparability Protocol, which imposes the responsibility
of insuring completion of a satisfactory CGMP inspection without

a PA supplement.

The FDC Act is quite clear with respect to
requiring CGMP as a precondition for the

manufacture of a drug.

In 1988, the US Supreme Court ruled that the
FDA administrators have no latitude with respect
to clearly written statute ‘or regulation that

governs the pharmaceutical industry.

Both the law and the’ regulatlon (21 CFR 210)
both make CGMP compliance a prerequisite for

the commencement of manufacture
Legally, the Agency can do no less.

Thus, the Agency should nof “approve any
submission that the Agency knows does notnmeet

all of the prerequisite CGMP mmlmums set

forth

in the FDC Act and the :mplementmg CGIWP

regulations.

CGMP compliance status.]”
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. Comment Recommendation for Revision Comments regardmg text
&Line # T T N
Y.E Prior to the 11/99 PAC Guldance apphcants mcluded a form of
Lines 581- Comparability Protocol or interchangeability protocol which
586

Add to the ends of lines II.B., (L 114) and V.F. (L 586):"

Comparability Protocols are not to prowde alistof supportmg
data that the applicant will provxde to support changes “that
current guidance classifies as annual reportable. This
information must accompany - the change when it is reported

in the Annual Report Section

This reviewer cannot agree with the proposed
insertion because (1) the submission ofa CP is
an option and (2) if the sponsor elects to
pursue this option, CPs have the same internal
reporting requirements as a PAS because | the

Agency classifies them as'a PAS.

Moreover, the commenters’ rationale seems to
be derived from unpublished guxdance

discussions that have no currency.

Therefore, the commenters’ proposal should

be rejected.

This alternative choice wa§ included because it
seemed to this reviewer that the section and
context logically pointed to an alternative that

the commenters somehow missed.

described changes that appeared toreduce the reportmg category
from CBE to AR (based on 2 1 CFR 314,70 requ]rements In
alignment with the allowable changes in the 11/99 PAC
Guidance, there is no need to describe minor, annual reportable
changes in a Comparability Protocol, except to provide a list of
supporting data that the applicant will provide. FDA should state
that they do not expect to see Comparability Protocols for
Container/Closure changes that are described as annual
reportable in the 11/99 PAC Guidance to simply provide a list of
supporting data,

Note: As far as this re\newer was able to

“ascertain, there is no official packagmg PAC

(11/99 PAC) guidance that the FDA has
published as the commenters seem to indicate
and the search of the entire FDA site for “11/99
PAC Guidance” found no matches.

This reviewer did find evidéence that such
“PACPAC” guidance was “discussed” and
“planned” but nothing more.

On this basis alone, the commenters’ proposal
should be dismissed as wishful thinking on their
part.

Please clarify the use of the word “repetitive” in Tine 585.
Does this mean

e asingle change applied to numerous applications

or

®  aseries of changes that have pre&eﬁned acceptarice criteria
but which may ‘extend beybnd ahy sihgle change?

o Or does it, as the context indicates, simply
mean a single change, like a bottle source or
a packaging site change, that applies to
several different packagmg formats for the
same drug product?

This reviewer leaves it up to the Agency to
respond as lf sees ﬁt )
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Section ID

. Comment Recommendation for Revision Comments regarding text
&Line # . ‘
V.H. Change from: The Guideline for Drug Master Files (September 1989) does not
Lines 599- The protocol would include a commitment to provide aletter indicate that a new authorization letter is required whenever a
602 change is made to a specific DMF. However, this section appears

authorizing the FDA to review the master file when a post-
approval CMC change 1mplemented usmg the approved
comparability protocol is reported to the FDA.

Change to:

The DMF holder should confirm that changes are properly
reported to the FDA. Additional updates may be PA
supplement provxded atany time or dunng the annual update

This information should include 1 updated reference citations in
the DMF. The DMF holder may umlaterally expand the
information supportmg the NDA' holder by inclusion of

additional reference mrormatlon in tne update

This reviewer cannot agree with the change

| proposed because the commenters who |

proposed it are obviously unaware of the trade
secret provisions appertaining to DMFs/VMFs
that prohibit the FDA from monitoring their

content.

Its contents are “trade secrets” and not

{ available for review without an authorizing

letter from the DMF/VMF holder or, if the
DMF/VMF holder is Iocated on forelgn soil, the

DMF/VMF  holder’s = legally

representative (agent).

em powered

The FDA only tracks the required annual
DMF/VMF update and” sxrnply Files that and all

other DMF/VMF filings.

Unlike the drug product AR, A DMF/VMF filing is

not automatically revrewed

automatically reviewable.

nor is it

to require a new Letter of Authorization if there is an NDA
change which may reference a different master file or, perhaps a
different portion of a master file. This section, as written,
lmn]mq that the NDA holder has'intimate knos w]cusc about the

content of the master file and must Understand that the initial

authorization did not grant access to existing sections of a master
file.

A new letter is needed because'in support of
the CP, the DMF holder will have ‘added new
information to the DMF that the FDA needs a new
letter to permit it to review the new information in

the file.

Moreover, the control of the’ quahty attributes
of a DMF-controlled drug "substance,  other
comporient or container closure system is a
contractual matter between the DMF holder and
the drug product manufacturer.

The CGMP regulations place the burden on the
manufacturer to only accept incoming items that
are the “same” as those that the manufacturer
used to obtain Agency approval or license.

Therefore it behooves the "drug product
manufacture to have clear contractual provisions
that ensure that the manufacturer is kept
informed of all changes made by the DMF holder.

This the case because, while the DMF holder
may be filing them annuaHy, the Agency cannot,
except in the inspection process (PAI, biannual or
for cause) review the changes being made unless
the DMF holder provides a Ietter authorizing the
Agency to do so. [Note: In' light of this reality,
perhaps the industry should be lobbying for biannual,
or more frequent, inspections for all DMF holders.]

Moreover, if the Agency finds a problem with
the drug product that comes from a change in the
chemical "or physical propertles of the drug
substance, the Agency holds the drug-product
manufacturer most accountable because they are
supposed to make certain that components that
are different (from those components originally
used to obtain Agency acceptance, approval, or
licensing) are not used to make drug product.

The DMF holder’s responsnblllty in such cases
is clearly secondary.
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Section ID

Comment Recommendation for Revision
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Comments regarding text

&Line # )
V. H. Comments regarding text (Continued)
Lines 599~ Many master file holders are very reluctant to provide details
602 about their master files that would allow for or facilitate clean,
(Continued) clear references. Please clarify why the FDA needs a copy of the

DMF authorization letter ﬁ'qm the DMF holder when the
regulatory file is reviewed fora éflanée contained in a DMF (e.g.

"} container resin change). We believe that a new DMF
A authorization letter is unnecessary since the FDA must have

received the DMF letter at the time of original review of the
regulatory file.

The prior letter only authorizes a “one time”
review of the file for the sole purpose of “initial
acceptance” that the file supports a CGMP
compliant material component, container closure
component, or other material.

it does not authorize future reviews of future
information. ,

Therefore, each time a DMF/VMF.controlled
process is changed and the change has a
material effect on the drug substance, other
component, or container closure system, the
affected drug product firm needs to obtain and
submit a letter authorizing the FDA to review the
appropriate sections of the DMF/VMF.

As MFs are not “approved” documents, how is the Comparability
Protocol to be approved when submitted to a MF? How is
notification of “acceptance” of the Comparability Protocol
received from the FDA? o

As the next Draft paragraph indi_ca’tes;vthat isa
question for the FDA whose exact answer has not
yet been formulated.

© "Under its existing policy, the Agency would

simply “accept” a CP filed for a DMF/VMF holder
when (during the next inspection) the Agency
finds it acceptable or reject it when it is not.

If the NDA/ANDA/NADA/ANADA Tholder
submits a filing referencing that same DMF/VMF
process and product, the filing would be either
approved or rejected.

In Case 1, only the DMF/VMF holder would be
notified; in Case 2, both holders would be
notified (the DMF/VMF holder by an acceptance
letter and the other by an approval letter).

In Case 2, a DMF holder letter would be
needed authorizing the Agehcy to a) review the
appropriate files to determine if the proposed
process change and post-change product would
be “acceptable” if the acceptance criteria
proposed are met and b), when the studies have
been completed, again review the files for

114

authorization to ship the post-change product
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£ Sethq.n 1D Comment Recommendation for Revision
&Line # o o "y s .
V.H. T ’ A review period for vetermary Comparabxhty Protocols should

be defined. Vetermary cfrugs are currently outside the s scope of
PDUFA and CVM offers no review period.

General Comment . .
This reviewer agrees and recommends

adoption of the periods established for human
drugs

V.H. ' The text notes that Comparability Protocols are “product
Line 612 specific”. The Comparablhty Protocol may become a significant
Change to: "} component in multi-product ma